A 54-year-old woman was admitted to our hospital because of acute liver injury. Since she had a history of having used a diet product, drug-induced liver injury (DILI) was initially considered. However, the patient was subsequently diagnosed as suffering from primary biliary cirrhosis (PBC) based on the findings of liver histology and serum anti-mitochondrial antibody positivity. Overlap syndrome between PBC and autoimmune hepatitis (AIH) was also suspected, however, serum levels of aspartate aminotransferase, alanine aminotransferase and alkaline phosphatase became normal three months later, after treatment with combination therapy comprising ursodeoxycholic acid plus bezafibrate. We therefore concluded that the liver disease in this patient was actually PBC, but that it resembled overlap syndrome or DILI. In cases of PBC, a rapid onset, as frequently seen in the case of DILI, viral hepatitis or AIH, is not common. We herein report a rare case of PBC which resembled DILI. (Internal Medicine 44: 1051-1054, 2005) 
Introduction
Primary biliary cirrhosis (PBC) is known to be an autoimmune liver disease that occurs predominantly in middle-aged females. Most of the patients with PBC have no symptoms and the disease usually develops slowly without an acute onset or acute exacerbation (1, 2) . Elevated serum levels of biliary enzymes, and histological findings, referred to as chronic non-suppurative destructive cholangitis (CNSDC), are the distinctive features of PBC (3) . Furthermore, more than 90% of the patients show positivity for antimitochondrial antibody (AMA) in the serum, thereby greatly facilitating a diagnosis of PBC. Accordingly, the diagnosis of PBC is usually not so difficult in typical cases. However, we herein present a rare case of PBC which had been initially thought to be drug-induced liver injury (DILI), based on the fact that the patient had recently used a diet product, and the onset of the liver disease had been rapid.
Case Report
A 54-year-old Japanese woman had regularly received an annual medical check-up, including blood biochemistry, and liver disease had never been indicated. In May 2002, she began taking a diet product, and continued to take it for one week. The ingredients of this product comprised raspberry ketone (fruit), gymnema sylvestre (leaves), inositol, histidine, Job's tears (seeds), hyaluronate and vitamin C. Three weeks later, elevated serum levels of transaminase were noted at a medical check-up and she was referred to our hospital on July 3, 2002. She had no history of blood transfusion or alcohol abuse.
The laboratory data on admission are presented in Table  1 . The levels of both transaminase and biliary enzymes were markedly elevated. Virus markers associated with hepatitis A virus, hepatitis B virus, hepatitis C virus, Epstein-Barr virus, cytomegalovirus, and herpes simplex virus were all negative ( Table 2) . Anti-nuclear antibody (ANA), AMA and antibody against M2 fraction of mitochondrial antigen (M2Ab) were all positive. The levels of immunoglobulin were within the normal range, with the exception of IgM, the level of which 
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was increased to 307 mg/dl (Table 2 ).
Since the patient had a history of using a diet product, DILI was initially considered, although the findings of druginduced lymphocyte-stimulation test (DLST) with the diet product were in fact negative. However, serum biochemistry findings and positive AMA findings suggested PBC. To clearly differentiate between PBC and DILI, a liver biopsy was performed.
Liver histology demonstrated infiltrating inflammatory cells, including a number of plasma cells, in the portal area, and destruction of the interlobular bile ducts, findings which are compatible with CNSDC ( Fig. 1 ). Rosette formation was not discerned. Histopathological diagnosis was PBC stage II based on Scheuer's classification.
Administration of 600 mg/day of ursodeoxycholic acid (UDCA) was initiated. Since a significant effect was not seen following monotherapy with UDCA, 400 mg/day of bezafibrate (BF) were added later. Three months after the initiation of this combination therapy, liver function was significantly improved and serum levels of aspartate aminotransferase (AST), alanine aminotransferase (ALT) and alkaline phosphatase (ALP) had become normal. The clinical course is shown in Fig. 2 .
Discussion
We report a rare case of rapid-onset PBC. Most PBC cases are asymptomatic in the early stage and the disease progresses slowly. A rapid onset which is often seen in cases of viral hepatitis, autoimmune hepatitis (AIH), and DILI, is extremely rare in cases of PBC. For this reason, a health check-up is useful for pinpointing patients with asymptomatic PBC. However, in the present case, liver disease had never been indicated during the patient's previous health check-ups, including serum biochemical examinations, thereby suggesting that the liver injury arising from PBC had developed rapidly.
Atypical cases of PBC are often difficult to distinguish from atypical AIH. Borderline disease between PBC and AIH, known as overlap syndrome or PBC mixed type is still controversial (4) (5) (6) . It is known that the serum levels of transaminase and -globulin seen in overlap syndrome are higher than those seen in pure PBC. Furthermore the HLA type has been reported to be different between the two diseases (7) however, there is as yet no conclusive evidence that this is truly so. Since, the publications of reports dealing with cases of AIH associated with bile duct injury, where the findings resembled those of CNSDC (8) , it has become increasingly difficult to distinguish between atypical AIH and atypical PBC, even if histological analysis is performed. Although investigators have studied borderline disease using several different methods, including analysis of AMA by Western blotting (9) (10) (11) , it is still difficult to distinguish pure PBC from overlap syndrome. Overlap syndrome has the characteristics of both PBC and AIH, and sometimes occurs acutely. The disease is also reported to have certain characteristics regarding the reaction to treatment. Several investigators reported that the liver function test is not completely normalized without corticosteroid treatment in most cases of overlap syndrome (7, 12) , a fact that seems to be important.
UDCA is a unique drug approved for the treatment of PBC. Its multifarious pharmacological effects such as bile excretion-accelerating effect and liver cell-protecting effect are well known (13, 14) . Recently, the anti-apoptotic effect of UDCA has also been elucidated (15, 16) . On the other hand, the existence of PBC cases which are resistant to UDCA has also been pointed out. BF, a remedy for hyperlipidemia is known to reduce the serum levels of biliary enzyme (17) . Recently, its efficacy against PBC was reported, and since then many follow-up studies have been performed. Moreover, its efficacy in cases of PBC which are not responsive to UDCA has also been reported. Thus, BF is attracting renewed attention as a remedy for PBC (18, 19) .
In the present case, the serum -globulin level was not increased, AMA was positive and ASMA was negative. Moreover, liver histology showed CNSDC, which is a characteristic feature of PBC. These findings are the typical findings of PBC, the exception being that the onset in this case was acute. Furthermore, it is highly important that in the present case, serum transaminase and biliary enzymes became normal about 3 months after the initiation of treatment which utilized both UDCA and BF. Since then, the liver function has remained normal for 30 months. For these findings, we thought that the liver disease of this patient was closer to PBC than overlap syndrome.
Recently, many cases of acute liver injury including fulminant hepatitis, following the ingestion of diet products have been reported in Japan (20) . These diet products are mostly Chinese-made unapproved pharmaceuticals. Such DILI develops as acute liver injury with jaundice, and in several patients the result has been death due to liver failure. Cases of DILI, especially following consumption of a diet product have been increasing and this has now become an important problem in Japan.
In the present case, DILI was initially considered, because the patient had recently used a diet product. With regard to the diagnosis of DILI, a scoring system was advocated at the 6th Annual Meeting of the Japan Society of Hepatology (21) . Based on this system, the present case would have fallen within the category of "possible", if a diagnosis of PBC had not been made. Accordingly, some effect from the ingested product can not be completely ruled out. Careful observations including histological follow-up are needed in this case of unusual rapid-onset PBC. 
